RgPUBLIQUE FRANCA1SE @ N . de publication . 2 403 799 

IA n'tifiliser aue pour ies 

INSTITUT NATIONAL 
DE IA PR0PR1ETE JKOUSTBIELLE 



DEMANDE 
^ DE CERTIFICAT D'ADDITION 

@ N° 77 29075 

Se referant : au brevet d'invention n. 75.24981 du 11 aofit 1975. 



Solution d'acide ac&ylsalicyiique extemporanee injectable. 



(g) Classification Internationale (Int. Ci. z ). A 61 K 31/615. 

(g) Data de depot 27 septembre 1977, & 15 h 50 inn. 

2) (it) Priorite revendiquee : 



@ Date de Is mise a la disposition du 

public de la demande B.O.P.I. - «Listes» n. 16 du 20-4-1979. 

@ Deposant : Societe anonyme dite : LABORATOIRES UP.S.A. UNION DE PHAHMACOLOGIE 
SCIENTIFIQUE APPLIQUEE, resident en France. 

@ Invention do : 

(53) Titulaire : Idem @ 

@ Mandataire : Cabinet Beau de Lomente, 55, rue d'Amsterdam, 75008 Paris. 
Certificatts) d'addirion anterleur(s) : 



Vente des 



; □ riMPHIMERIE NATIONALE, 27. rue <fc la Convention - 75732 PARIS C£DEX IS 



I 



2403799 



La prisente invention coitstitue un premier cerfeificat 
d 'addition au brevet de 20 ans n° 75/24981 depose" le 11 AOUX 1975 et, 
vise tine solution d'acide acetylsalicylique extemporanfie Injectable. 

Dans le brevet: principal, on a notarament decrit une 
solution aqueuse injectable d'acide acetylsalicylique contenant de 20 a 
100 parties en poids d'acide acetylsalicylique, caracterisSe ea ce qu'elle 
est prepared extemporaneraent a partir : 

- d'un premier recipient contenant de l'acide acetylsalicylique sterile en 
poudre, , 

- d'un deuxieme recipient destine 1 a contenir ladite (solution et comportant : 

(a) 1000 parties en poids d'eau traitfie pour 6tre utilisee dans une 
preparation injectable, 

(b) environ de 105 a 150 parties en poids d'au moins un acide diamine 1 
choisi parmi I'arginine et la lysine, 

(c) environ de 10 a 100 parties en poids d'au moins un acide amine 1 prSsentant 
une double fonction acide et une acidity inffirieure a celle de l'acide 
acetylsalicylique. 

La prSsente invention vise une solution aqueuse injectable 
d'acide acetylsalicylique contenant de 20 & 100 parties en poids d'acide 
acStylsalicylique, caractSrisSe en ce qu'elle est prepared exteaporanfiment 
a partir : 

- d'un premier recipient contenant de l'acide acStylsalicylique sterile 
en poudre, 

- d'un deuxietne recipient destine 1 a contenir ladLte solution et comportant : 

(a) 1000 parties en poids d'eau traitSe pour Stre utilised dans une prepa- 
ration injectable, 

(b) environ de 105 a 150 parties en poids d'au nioins un acide diamine 1 choisi 
parmi I'arginine et la lysine, _ 

(c) environ de 10 a 100 parties en Jioids d'acide glutamique et de betalne. 

La prfisente invention viae done une solution seion la 
revendication principale du brevet principal, mals dont le constituant (c) 
comporte environ de 10 a 100 parties en poids d'acide glutamique et de 
bStatne. 

Plus particuli&rement, 11 y a environ deux fois plus d'acide 
glutamique que de betalne et encore plus particulierement la solution 
comporte environ 1000 parties en poids d'eau, 118 parties en poids d'arglnlne 
base anhydre, 20 parties environ d'acide glutamique et 8 parties de b£talne 
base anhydre pour 20 & 100 parties en poids d'acide acStylsalicylique, 

La solution pr5f€r£e comporte done pour 100 mg d'aspirine, 
11B d'arginine base anhydre, 20 tng d'acide glutamique et 8 milligrammes 
de betalne base anhydre. 
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Lora da la preparation tie poutire sterile d'acida ac£- 
tylsalicyllque, on. a , coaformement a la preaente invention, utilisfi ua 
rayonneneat y et on P de 2,5 a, 4 magarads par unite. On a pu observer 
qu'on obtenait un produit, nan seulement cffectivement sterile, mala encore 
consarvant sa puret^ originale et ayant one atabilitfi renfore£e. 

L'invention vise dgaleaient un medicament admiaistre 1 par voie 
parenterale et ccmportant une solution aqueuss injectable conforms k 
1 • Invention. 

L' invention viae eafin le necesBaire pour realiser une 
solution aqueuse injectable d'acida acStyl-salicyllque a preparer de facon 
extemporanee, caracterise en ce qu'il comporte ledlt premier et ledit 
deuxieme recipient, tels que delfinis precedemmant. 
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KEVEN DICATXONS 

1. Solution aqueuae injectable d'acide ac£tylaalicyl£qua 
contenant de 20 a 100 parties en poids d'acide ac^tylsalicylique, earacteris£e 
en ce qu'elle eat prepared exteraporaneraant a partir : 

- d'un premier recipient contenant da I'acidc acfitylaalicyliqae sterile en 

- d'un deuxieme recipient destine" a cotitenir ladlte solution et coraportant : 

(a) 100,0 parties en poida d'eau traite"e pour atre utilisSe dana una prepara- 
tion injectable, 

(b) environ de -105 a 150 parties en poids d'au moins un acids diamine choisi 
parmi I'arginine et la lysine, 

(c) environ de 10 a. 100 parties en poids d'acide glutawique et de bStaine. 

2. Solution selon la revendication 1, caractSrisee. en ce qu'elle 
comporte environ 1000 parties en poids d'eau, 118 parties en poids d'arginine 
base anhydre, 20 parties d'acide glutamique et 8 parties de bfitatne bane 
anhydre, pour 20 a 100 parties en poids d'acide acetylsalicyllque. 

3. Solution selon la revendication 2, caract£risee en ce qu'elle 
oumporte pour 100 mg d'aspirine, 118 rag d'arginine, 20 rag d'acide glutamique 
et 8 milligrammes da batalne. 

4. Solution selon l'une quelconque des revendieatioaa 1 a 3 S 
caracterisee en .ee que la poudre d'acide aciJfcylaalicylique eat sterilise'a par 
irradiati o n y et/ou B de de 2,5 a 4 mfigarada par unite". 

5. Medicament adminiatrS par voie parent£rale et comportant une 
solution aqueuse injectable dfifinle selon l'une quelconque des revendications 

i a 4. 

6. Necessaire pour realiser une solution injectable d'acide 
acetylsallcylique a preparer de facon exteraporan£e> earacterisd en ce qu'il 
comporte ledit premier et ledit deuxieme recipient, tela que a££inis selon 
l'une quelconque dea revendications 115, 



CLAIMS 

1. Injectable aqueous solution of acid acetylsalicylic containing from 20 to 100 parts in weight of 
acid acetylsalicylic, characterized in that it estpreparer extemporanement to leave - a first 
container containing of the sterile acid acetylsalicylic in powders, - of luideuxibme rdoipient 
intended to contain the aforementioned solution and comprising (has) lOqO parts in water weight 
treated to be used in one prepared tion injectable, (b) approximately of- 105 with 150 parts in 
weight of at least a selected diamine acid parmil 'arginine and lysin, (approximately c) from 10 
to 100 parts in weight of glutamic acid and debetaine. 

2. Solution according to larevendicatioa 1, characterized in that it comprises approximately 1000 
parts in poidsd' water, 118 parts in weight of arginine bases anhydrous, 20 parts of glutamic acid 
and 8 parts of betaine bases anhydrous, for 20 to 100 parts in weight of acid acetylsalicylic. 

3. Solution according to claim 2, characterized in that it comprises for 100 Mg of aspirine, 118 
Mg of arginine, 20 Mg of glutamic acid and 8 milligrams debetoine. 

4. Unspecified solution selonllune of claims 1 to 3, characterized in that the acetylsalicylic 
powder of acid is sterilized parirradiation y and/or p from 2,5 with 4megarada per unit. 

5. Drug managed by parenteral way and comprising a definite injectable aqueous solution 
according to any of claims 1 to 4. 

6. Necessary to carry out an injectable solution of acid acetylsalicylic to prepare in a 
extemporanee way, characterized in cequ' wire comprises the aforementioned first and the 
aforementioned second container, such as definite according to any of claims 1 to 5. 

DESCRIPTION FR2403799 

The present invention constitutes a first certificate of addition to the 20 years patent N 75/24981 
deposited the 1 1 ATOUT 1975 and, aims at an injectable acid solution acetylsalicylic 
extemporanee. hi the main patent, one in particular described an injectable aqueous solution of 
acideacetylsalicylic containing acetylsalicylic 20a. 100 parts in weight of acid, caractrisEe in what 
it is prepareeextemporanement to leave - of a first container containing of acideacetylsalicylic 
sterile out of powder, - a second container destinee to contain the aforementioned solution and 
comprising (A) 1000 parts in weight of water milked to be used in one injectable preparation, (b) 
approximately of 105e 150 parts in weight of at least one acidediamine chosen among the 
arginine and lysin, (approximately c) from 10 to 100 parts in poidsd' at least an amino acid 
presenting a double acid function and a aciditeinfExieure D that of the acid acetylsalicylic. The 
present invention aims an injectable aqueous solution of acid acetylsalicylic containing from 20 
to 100 parts in weight of acid acetylsalicylic, caracterisde in what it is prepared extemporanement 
to leave - of a first container containing of the sterile acid acetylsalicylic out of powder, - one 



deuxiemerecipiant destine8 to contain ladtte solution and comprising (A) 1000 parts in weight of 
water treated to be used in uneprEpa- injectable ration, (b) approximately of 105d 150 parts in 
weight of at least one acidediamine selected parmil' arginine and lysin, (approximately c) from 10 
to 100 parts in weight of glutamic acid and debetalne. The present invention thus aims a solution 
according to the principal claim of the main patent, but whose component (c) comprises 
approximately from 10 to 100 parts in weight of glutamic acid and debetalne. More particularly, 
there is approximately twice more glutamic acid than debetaine and even more particularly the 
solution comprises approximately 1000 parts in poidsd' water, 118 parts in weight of arginine 
bases anhydrous, 20 parts approximately of glutamic acid and 8 debetagne parts bases anhydrous 
for 20 to 100 parts in weight of acid acetylsalicylic. Solutionpreferee thus for 100 Mg of aspirine 
comprises, 118 Mg of arginine bases anhydrous, 20 Mg of glutamic acid and 8milligrammes 
debetaine bases anhydrous. During the preparation of acetylsalicylic powder sterileacide, one has 
> in accordance with the present invention, used a rayonnementY and or P of 2.5 with 4megarads 
per unit. One could observe that a product was obtained, not only indeed sterile, but still 
preserving his original purity and having a reinforced stability. The invention aims also 
unmedicament managed by parenteral way and comprising an injectable aqueous solution al' 
invention conforms. The invention aims finally the necessary one to carry out an injectable 
aqueous solution of acetyl-salicylic acid to prepare in a extemporanee way, characterized in that 
it comprises the aforementioned first and the aforementioned second container, such as 
previously definite. 



